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DETAILED OFFICE ACTION 

Applicant's response filed on 27 October 2008 is acknowledged and entered. 
Currently, claims 61, 63-66, 68, 69, 76-84 and 86 are pending and under consideration. 

Information Disclosure Statement 

The information disclosure statement filed 1 1/24/08 is acknowledged, and has been 
considered. A signed copy is attached hereto. 

Withdrawal of Objections and Rejections: 

The prior art rejection of claims 61, 63, 64, 76 and 77 under 35 U.S.C. 103(a) as being 
unpatentable over Medlock et al. (US7,094,566 B2) is withdrawn in view of applicant's 
argument. 

Applicants argue, on pages 4-5 of the response, that the present application claims 
priority to the U.S. provisional application 60/175,481 ('481) filed on 1/11/00 (see amendment 
filed on 1/16/07), which predates the Medlock reference (with the effective filing date of 
3/16/00), and provides sufficient support for the currently claimed subject matter (for example, 
Example 7, and at page 66, lines 17-21). Application '481 teaches that anti-PRO 10272 
antibodies can be used to coimteract proinflammatory activity of the polypeptide, and thus may 
be therapeutically useful in the treatment of various inflammatory diseases, or certain 
autoimmune disorders such as rheumatoid arthritis and multiple sclerosis; and that the antibodies 
may also be useM in neutralizing its osteoclatogenic activity in various bone disorders involving 
bone resorption (page 66). As such, applicants argument is persuasive, and the rejection of 
above mentioned claims is withdrawn. 

All other prior art rejections made in the last Office Action are withdrawn in view of 
applicant's argument (see above). 



Rejections under 35 U.S.C. SI 12: 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such fiill, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canying out his invention. 

Claims 61, 63-66, 68, 69, 76-84 and 86 are rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for claims limited in scope to a method of 
treating a degenerative cartilaginous disorder associated with the poljrpeptide of SEQ ID NO: 6 

using an antagonist antibody thereto, does not reasonably provide enablement for claims to a 
method of treating any or all degenerative cartilaginous disorders (regardless of the cause) using 
said antibody. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to use the invention commensurate in scope 
with these claims. 

The factors considered when determining if the disclosure satisfies the enablement 
requirement and whether any necessary experimentation is "undue" include, but are not limited 
to: 1) nature of the invention, 2) state of the prior art, 3) relative skill of those in the art, 4) level 
of predictability in the art, 5) existence of working examples, 6) breadth of claims, 7) amount of 
direction or guidance by the inventor, and 8) quantity of experimentation needed to make or use 
the invention. In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). 

The present claims are directed to a method of treating a degenerative cartilaginous 
disorder with an antagonist antibody binding to the polypeptide of SEQ ID N0:6 (claim 61, for 
example) or a variant thereof (claim 76, for example), which read on a method of treating any or 
all degenerative cartilaginous disorders using said antibody. However, while the specification 
teaches that the polypeptide of SEQ ID N0:6 (PRO10272, or IL-17E) induces production of IL-8 
and IL-6, proinfiammatory molecules (page 130, line 27, and page 136, lines 19-20), and likely 
contribute to loss of articular cartilage in arthritic joints (page 138, the last line), it does not teach 
that 1L-17E is involved in any or all degenerative cartilaginous disorders. Further, the prior art 
has not established such either. Although IL-6 and lL-8 are known potent proinflammatory 
cytokines, prior art has revealed that they can be induced or upregulated by multiple factors. For 
example, Chaly et al. (Cytokine, June 2000, 12(6):636-43) teaches that TNF-a and IL-1 are the 
most powerfiil inducers of IL-8, and other molecules such as SAC (Staphylococcus aureus Cowan 
1) and LPS also stimulate IL-8 expression (the abstract). Further, Xiong et al. (J. Interferon 
Cj^okine Res., July 2001, 21(7):529-37) teaches that nitric oxide (NO) mediates upregulation of IL- 
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8 in human pancreatic cancer cells (the abstract). Furthermore, the instant application also teaches 
that, besides IL-17E, other family members such as IL-17, IL-17C and IL-17F can induce the 
production of IL-6 and IL-8 (page 138, the last line, and page 142, line 20). Therefore, induction 
of IL-6 and IL-8 are not IL-17E-specific, and it can be promoted by a number of factors other 
than 1L-17E and/or or IL-17 family members depending upon different pathological conditions. 
Some of degenerative cartilaginous disorders may not relate to IL-17E and/or IL-17 family at all. 
As such, those conditions not involving IL-17E would not be treatable with an antagonist 
antibody to IL-17E. It would not be unpredictable as to what degenerative cartilaginous 
disorders, other than those showing the involvement of IL-17E, should be treated with the 
claimed method without undue experimentation. 

Due to the large quantity of experimentation necessary to determine whether IL-17E 
(PRO 1 0272 of SEQ ID N0:6) is involved in any or all degenerative cartilaginous disorders; the 
lack of direction/guidance presented in the specification regarding same; the absence of working 
examples directed to same; the complex and unpredictable nature of the invention; the state of 
the prior art that has established that IL-6 and IL-8 can be induced or upregulated by a number of 
factors besides IL-17E, and that has not established that any or all degenerative cartilaginous 
disorders are associated with IL-17E, and the breadth of the claims which encompass any or all 
degenerative cartilaginous disorders, undue experimentation would be required of the skilled 
artisan to use the claimed invention in its fiiU scope. 

Claims 76-83 are further rejected under 35 U.S.C. 112, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The independent claim 76 is directed to a method of treating a degenerative 
cartilaginous disorder with an antagonist antibody binding to a variant of the polypeptide of SEQ 
ID N0:6 (at least 85% sequence identity). To an extent the claim encompasses antibodies that 
bind to epitopes not found in the particularly disclosed sequence. 
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Vas-Cath Inc. v. Mahurkar , 19USPQ2d 1111, clearly states that "applicant must convey 
with reasonable clarity to those skilled in the art that, as of the filing date sought, he or she was 
in possession of the invention. The invention is, for purposes of the 'written description' inquiry, 
whatever is now claimed." (See page 1 1 17.) The specification does not "clearly allow persons of 
ordinary skill in the art to recognize that [he or she] invented what is claimed." (See Vas-Cath at 
page 1116). 

The limitations of present claim 76 encompasses significant structural dissimilarity of the 
polypeptide as compared to the disclosed SEQ ID N0:6. The instant specification merely 
discloses one amino acid sequence of SEQ ID N0:6, and no other variants or epitopes thereof or 
antibodies thereto meeting the limitations of these claims were ever identified or particularly 
described, and no sequence variations have been shown to correlate with the biological activity 
required by the claim. Thus, with the exception of the polypeptide of SEQ ID NO: 6 and 
antibodies thereto, the skilled artisan cannot envision the detailed chemical structure of the 
encompassed % variants. Therefore, the specification does not reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
% variants of the polypeptide of SEQ ID N0:6, the epitopes not found in SEQ ID N0:6, or the 
antibodies thereto. 

Adequate written description requires more than a mere statement that it is part of the 
invention and reference to a potential method of isolating it. The compound itself is required. 
See Fiers v. Revel, 25 USPQ2d 1601 at 1606 (CAFC 1993) and Amgen Inc. v. Chugai 
Pharmaceutical Co. Ltd., 18 USPQ2d 1016. 

One cannot describe what one has not conceived. See Fiddes v. Baird, 30 USPQ2d 1481 
at 1483. In Fiddes, claims directed to mammalian FGF's were found to be unpatentable due to 
lack of written description for that broad class. The specification provided only the bovine 
sequence. 

The Office, therefore, concludes that SEQ ID N0:6, by itself , is not representative of all 
variants encompassed in claim 76, and that to the extent those variants might possess epitopes 
not found on the disclosed polypeptide, and antibodies to such epitopes have not been described. 
With the exception of the antibody to the polypeptide of SEQ ID N0:6, no other antibody to the 
variants of SEQ ID N0:6 meets the written description provision of 35 U.S.C. §112, first 
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paragraph. Applicant is reminded that Vas-Cath makes clear that the written description 
provision of 35 U.S.C. § 1 12 is severable from its enablement provision (see page 1115). 

Rejections Over Prior Art: 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 C.F.R. 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 65, 66, 78 and 79 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over Medlock et al., US7,094,566 B2, for the reasons of record set forth in the last Office Action 
mailed on 8/8/08, at pages 3-4. 

Applicants argument filed on 27 October 2008 has been fiiUy considered, but is not 
deemed persuasive for the reasons below. 

At pages 4-5 of the response, the applicant argues that the present application claims 
priority to the U.S. provisional application 60/175,481 ('481) filed on 1/11/00 (see amendment 
filed on 1/16/07), which predates the Medlock reference (with the effective filing date of 
3/16/00), and provides sufficient support for the currently claimed subject matter (for example. 
Example 7, and at page 66, lines 17-21). This argument is not persuasive for the following 
reasons. While application '481 teaches that anti-PRO 10272 antibodies can be used to 
counteract proinflammatory activity of the polypeptide, and thus may be therapeutically usefiil in 
the treatment of various inflammatory diseases, or certain autoimmune disorders such as 
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rheumatoid arthritis and multiple sclerosis; and that the antibodies may also be useful in 
neutralizing its osteoclatogenic activity in various bone disorders involving bone resorption 
(page 68, lines 15-19); it does not specifically teach the treatment of osteoarthritis and psoriatic 
arthritis with anti-PRO 10272 antibodies. In fact, application '481 teaches the opposite with this 
regard, i.e., it teaches that the polypeptide of PRO 10272 (not the antibody thereto) may be useful 
in the treatment of psoriasis (page 56, Unes 12-14), and in promoting bone and cartilage growth, 
for example, in the treatment of osteoporosis and osteoarthritis, or in stimulating regeneration of 
dentin/bone lost due to periodontal disease (page 56, lines 16-18). Therefore, contrary to 
applicants argument, the provisional application 60/175,481 does not provide any support for the 
subject matter in claims 65, 66, 78 and 79. The prior art rejection of these claims is maintained. 



Conclusion: 

No claim is allowed. 
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Advisory Information: 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Dong Jiang whose telephone number is 571-272-0872. The 
examiner can normally be reached on 9:30 am - 7:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Nickol can be reached on 571-272-0835. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Dong Jiang/ 

Primary Examiner, Art Unit 1646 
1/30/09 



